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DEPARTMENT  OF  HEALTH  AND 
HUMAN  SERVICES 

National  Institutes  of  Health 

Recombinant  DNA  Advisory 
Committee;  Meeting 

Pursuant  to  Public  Law  92-463,  notice 
is  hereby  given  of  a  meeting  of  the 
Recombinant  DNA  Advisory  Committee 
at  the  Linden  Hill  Hotel,  Linden  Room, 
5400  Pooks  Hill  Road,  Bethesda, 
Maryland  20014,  on  September  25  1980, 
from  9:00  a.m.  to  recess  at 
approximately  6:00  p.m.,  and  on 
September  26, 1980,  from  8:30  a.m.  to 
5:00  p.m.  This  meeting  will  be  open  to 
the  public  on  September  25  from  9:00 
a.m.  to  recess  at  approximately  6:00 
p.m.,  and  on  September  26  from  8:30  a.m. 
to  approximately  3:00  p.m.  to  discuss: 

Amendment  of  Guidelines 

Procedures  for  review  of  proposals  for  large- 

scale  production 

Voluntary  compliance  with  guidelines 
Institutional  Biosafety  Committees 
Exceptions  to  prohibitions 
Exemptions  for  organism  that  exchange 

genetic  information 
Review  of  large-scale  proposals 
E.  coli  K-12  host-vector  systems 
Host-vector  systems  other  than  E.  coli  K-12 
NIH  risk-assessment  plan 
Review  of  protocols  for  required  containment 

levels 

Other  matters  requiring  necessary  action  by 

the  Committee. 

Attendance  by  the  public  will  be 
limited  to  space  available. 

In  accordance  with  provisions  set 
forth  in  Section  552b(c)(4),  Title  5,  U.S. 
Code  and  Section  10(d)  of  P.L.  92-463, 
the  meeting  will  be  closed  to  the  public 
for  approximately  two  hours  for  the 
review,  discussion  and  evaluation  of 
proposal  (s)  from  a  commerical 
concem(s)  for  scale-up  of  recombinant 
DNA  experiments.  It  is  anticipated  that 
this  will  occur  on  September  26,  from 
approximately  3:00  p.m.  until 
adjournment.  The  proposal(s)  and  the 
discussion  could  reveal  confidential 
trade  secrets  or  commerical  property 
such  as  patentable  material. 

Dr.  William  J.  Gartland,  Jr.,  Executive 
Secretary,  Recombinant  DNA  Advisory 
Committee,  National  Institutes  of 
Health,  Building  31,  Room  4A52, 
telephone  301-496-6051,  will  provide 
materials  to  be  discussed  at  the  meeting, 
rosters  of  committees  members  and 
substantive  program  information.  A 
summary  of  the  meeting  will  be 
available  at  a  later  date. 


Dated:  August  14, 1980. 

Donald  S.  Fredrickson,  M.D., 

Director,  NIH. 

OMB’s  "Mandatory  Information 
Requirements  for  Federal  Assistance  Program 
Announcements”  (45  FR  39592)  requires  a 
statement  concerning  the  official  government 
programs  contained  in  the  Catalog  of  Federal 
Domestic  Assistance.  Normally  NIH  lists  in 
its  announcement  the  number  and  title  of 
affected  individual  programs  for  the  guidance 
of  the  public  because  the  guidance  in  this 
notice  covers  not  only  virtually  every  NIH 
program  but  also  essentially  every  federal 
research  program  in  which  DNA  recombinant 
molecule  techniques  could  be  used,  it  has 
been  determined  to  be  not  cost  effective  or  in 
the  public  interest  to  attempt  to  list  these 
programs.  Such  a  list  would  likely  require 
several  additional  pages.  In  addition,  NIH 
could  not  be  certain  that  every  federal 
program  would  be  included  as  many  federal 
agencies,  as  well  as  private  organizations, 
both  national  and  international,  have  elpcted 
to  follow  the  NIH  Guidelines.  In  lieu  of  the 
individual  program  listing,  NIH  invites 
readers  to  direct  questions  to  the  information 
address  above  about  whether  individual 
programs  listed  in  the  Catalog  of  Federal 
Domestic  Assistance  are  affected. 

NIH  programs  are  not  covered  by  OMB 
Circular  A-95  because  they  fit  the  description 
of  "programs  not  considered  appropriate”  in 
Section  8(b)  (4)  and  (5)  of  that  circular. 

[FR  Doc.  80-25288  Filed  8-20-80:  8.45  am) 
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Recombinant  DNA  Research; 

Proposed  Actions  Under  Guidelines 

agency:  National  Institutes  of  Health. 
PHS,  DHHS. 

ACTION:  Notice  of  proposed  actions 
under  NIH  guidelines  for  research 
involving  recombinant  DNA  molecules. 

summary:  This  notice  sets  forth 
proposals  for  actions  to  be  taken  under 
the  1980  NIH  Guidelines  for  Research 
Involving  Recombinant  DNA  Molecules 
[Federal  Register  of  January  29, 1980  (45 
FR  6724)].  Interested  parties  are  invited 
to  submit  comments  concerning  these 
proposals.  After  consideration  of  these 
proposals  and  comments  by  the  NIH 
Recombinant  DNA  Advisory  Committee 
(RAC)  at  its  September  25-26, 1980, 
meeting,  the  Director  of  the  National 
Institutes  of  Health  will  issue  decisions 
on  these  proposals  in  accord  with  the 
Guidelines. 

DATE:  Comments  must  be  received  by 
September  22, 1980. 

ADDRESS:  Written  comments  and 
recommendations  should  be  submitted 
to  the  Director,  Office  of  Recombinant 
DNA  Activities,  Building  31,  Room  4A52, 
National  Institutes  of  Health.  Bethesda, 
Maryland  20205.  All  comments  received 
in  timely  response  to  this  notice  will  be 


considered  and  will  be  available  for 
public  inspection  in  the  above  office  on 
weekdays  between  the  hours  of  8:30 
a.m.  and  5:00  p.m. 

FOR  FURTHER  INFORMATION  CONTACT: 

Background  documentation  and 
additional  information  can  be  obtained 
from  Drs.  Stanley  Barban  or  Elizabeth 
Milewski,  Office  of  Recombinant  DNA 
Activities,  National  Institutes  of  Health, 
Bethesda,  Maryland  20205,  (301)  496- 
6051. 

SUPPLEMENTARY  INFORMATION:  The 

National  Institutes  of  Health  will 
consider  the  following  changes  and 
amendments  under  the  Guidelines  for 
Research  Involving  Recombinant  DNA 
Molecules  (45  FR  6724),  as  well  as 
actions  under  these  Guidelines. 

1.  Requests  for  permission  to 
transform  chlamydomonas  reinhardi 
with  E.  colisaccharomyces  cerevisiae 
plasmids.  Dr.  John  Carbon  of  the 
University  of  California,  Santa  Barbara, 
and  Dr.  Stephen  Howell,  University  of 
California,  San  Diego,  request 
permission  to  introduce  Escherichia 
coli-Saccharomyces  cerevisiae  hybrid 
plasmids  containing  defined  segments  of 
DNA  into  the  unicellular  flagellate 
Chlamydomonas  reinhardi  under  P2 
physical  containment  conditions. 

2.  Request  for  permission  to  transform 
Candida  albicans  with  E.  Coli-S. 
Cerevisiae  plasmids.  Dr.  P.  T.  Magee  of 
Michigan  State  University,  and  Dr.  W. 
Lajean  Chaffin  of  Texas  Tech 
University,  have  requested 
consideration  of  the  appropriate 
containment  level  for  the  return  of 
Candida  albicans  DNA  to  the  host  of 
origin.  The  Candida  albicans  DNA  will 
be  cloned  in  E.  coli  K-12  or  in 
Saccharomyces  cerevisiae  employing  a 
hybrid  plasmid  vector  derived  from  E. 
coli  K-12-S.  cerevisiae  or  the  yeast  2 
micron  plasmid. 

3.  Proposal  to  introduce  genes  cloned 
in  E.  Coli  K-12  into  Arabidopsis  plants 
through  the  use  of  Agrobacterium 
tumefaciens  carrying  an  E.  Coli/Ti 
hybrid  plasmid  vector.  Employing  the 
following  protocol,  Dr.  Donald  J.  Merlo 
of  the  University  of  Missouri-Columbia, 
requests  permission  to  introduce  genes 
into  Arabidopsis  thaliana: 

(a)  A  hybrid  plasmid  vector, 
constructed  from  the  E.  coli  plasmid 
pBR325  and  the  origin  of  replication  and 
transfer  genes  of  Agrobacterium 
tumefaciens  plasmid  Ti,  will  be  cloned 
in  E.  coli  K-12. 

(b)  Arabidopsis  DNA  will  be 
introduced  into  the  E.  coli  I  Ti  hybrid 
plasmid  and  cloned  in  E.  coli  K-12. 

(c)  The  thiamine  gene  of  E.  coli  will  be 
introduced  into  the  E.  coli/ Ti  vector 
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carrying  Arabidopsis  DNA  and  cloned 
in  E.  coli  K-12. 

(d)  The  hybrid  plasmid  into  which 
Arabidopsis  DNA  and  the  thiamine  gene 
have  been  ligated  will  be  transformed 
into  Agrobacterium  tumefaciens. 

(e)  Agrobacterium  tumefaciens  will  be 
used  to  introduce  the  E.  coli  I  Ti  plasmid 
vector  carrying  the  E.  coli  thiamine  gene 
and  Arabidopsis  DNA  into  Arabidopsis 
plants. 

According  to  Section  III— O  of  the 
Guidelines,  steps,  (a),  (b)  and  (c)  of  the 
protocol  may  be  performed  under  PI 
containment;  according  to  Appendix  E, 
steps  (d)  and  (e)  may  be  conducted 
under  P3  containment.  Dr.  Merlo 
requests  permission  to  perform  steps  (d) 
and  (e)  at  Pi  or  P2  containment.  He 
suggests  that  the  DNA  combination  to 
be  generated  could  occur  in  nature, 
albeit  at  very  low  frequency. 

4.  Request  for  certification  of  a 
Bacillus  subtilis  strain  as  the  host- 
vector  component  of  an  HV2  host-vector 
system.  On  March  28, 1980,  Dr.  William 
F.  Burke,  Jr.,  of  Arizona  State  University, 
requested  certification  of  Bacillus 
subtilis  strain  ASB298  as  the  host 
component  of  an  HV2  host-vector 
system.  Dr.  Burke’s  proposal  was 
evaluated  by  a  working  group  and 
subsequently  presented  to  the  RAC  at 
the  June  5-6, 1980  meeting.  The  RAC 
discussed  the  characteristics  of  a 
Bacillus  subtilis  HV2  system  and 
recommended  that  consideration  of  the 
proposal  be  deferred  until  additional 
information  concerning  transfer  of 
recombinant  DNA  through 
transformation  was  received.  The  RAC 
will  continue  the  evaluation  of 
additional  information  received  on 
strain  ASB298  at  the  September  meeting. 

5.  Request  for  HVl  certification  of  a 
Bacillus  stearothermophilus  derived 
plasmid  vector  in  Bacillus  subtilis.  Dr. 
David  B.  Wilson  of  Cornell  University, 
requests  HVl  certification  of  a  host- 
vector  system  based  on  a  Bacillus 
subtilis  host  and  a  plasmid  isolated  from 
Bacillus  stearothermophilus. 

6.  Proposed  revision  of  subsections  of 
section  lll-C-l-e.  A  notice  appeared  in 
the  Federal  Register  of  January  31, 1980 
concerning  proposed  revision  of  Section 
III-C-1-e,  and  its  subsections.  It  was 
recommended  that  Sections  II-C-1-e, 

III— C— 1— e— (1),  III— C— 1— e— (1)— (a),  and  III- 
C-l-e-(lHb),  of  the  Guidelines  be 
changed  and  that  a  new  Section  III— C— 1— 
e-(l)-(c)  be  added.  Section  III— C— 1— e— ( 2) 
would  remain  unchanged.  The  RAC,  at 
its  March  6-7, 1980  meeting, 
recommended  adoption  of  Sections  111- 
C-l-e,  m-C-l-e-(l),  and  III-C-e-(lHa) 
as  published  in  the  Federal  Register  of 
January  31, 1980,  with  certain 


modifications  in  Section  UI-C-l-e-{lJ- 
(aj. 

The  Director,  NIH,  accepted  this 
recommendation  and  promulgated  the 
following  sections  in  the  Federal 
Register  of  April  14, 1980; 

"Ill-C-l-e.  All  Viral  Vectors. 

Ill-C-l-e-(l).  Other  experiments 
involving  eukaryotic  virus  vectors  can 
be  done  as  follows: 

I II— C— 1 — e— (1 )— (a) .  Recombinant  DNA 
molecules  containing  no  more  than  two- 
thirds  of  the  genome  of  any  eukaryotic 
virus  Jail  viruses  form  a  single  Family 
(36)  being  considered  identical  (50)]  may 
be  propagated  and  maintained  in  cells  in 
tissue  culture  using  Pi  containment.  For 
such  experiments,  it  must  be  shown  that 
the  cells  lack  helper  virus  for  the 
specific  Families  of  defective  viruses 
being  used.  The  DNA  may  contain 
fragment  of  the  genomes  of  viruses  from 
more  than  one  Family  but  each  fragment 
must  be  less  than  two-thirds  of  a 
genome.”  ' 

At  its  March  6-7, 1980  meeting,  the 
RAC  voted  to  defer  consideration  until 
the  June  5-6, 1980  meeting  of  the  new 
Sections  III— C— 1— e(l)— (b)  and  III-C-1-e- 
(l)-(c)  as  proposed  in  the  Federal 
Register  of  January  31, 1980,  and 
requested  that  a  working  group  develop 
additional  information.  Accordingly,  a 
working  group  met  on  May  13, 1980 
during  the  annual  meeting  of  the 
American  Society  for  Microbiology  in 
Miama  Beach,  Florida.  The  report  of  the 
working  group  was  considered  briefly  at 
the  June  5-6  RAC  meeting  and  will  be 
considered  again  by  the  RAC  at  its 
September  25-26, 1980  meeting. 

The  Working  Group  discussed  the 
question  of  the  appropriate  containment 
conditions  for  experiments  involving 
recombinant  DNA  molecules  containing 
less  than  two-thirds  of  the  genome  of 
any  eukaryotic  virus  which  may  be 
rescued  with  helper  virus.  On  the  basis 
of  the  consensus  of -the  virologists,  the 
following  recommendation  was 
proposed,  as  a  revision  of  Section  III— C— 
1— e— (1)— (b)  of  the  Guidelines 

”III-C-l-e-(l)-(b).  Recombinants  with 
less  than  two-thirds  of  the  genome  of 
any  eukaryotic  virus  may  be  rescued 
with  helper  virus  using  P2  containment 
if  wild  type  strains  of  the  virus  are  CDC 
Class  1  or  2  agents,  or  using  P3 
containment  if  wild  type  strains  of  the 
virus  are  CDC  Class  3  agents  (1)." 

7.  Procedures  for  review  of  large-scale 
experiments.  Section  I-D-6  of  the 
Guidelines  prohibits  “large-scale 
experiments  (e.g.,  more  than  10  liters  of 
culture)  with  organisms  containing 
recombinant  DNAs,  unless  the 
recombinant  DNAs  are  rigorously 
characterized  and  the  absence  of 
harmful  sequences  established." 


Section  IV-E-l-b-(3)-(d)  of  the 
Guidelines  states  that  the  Director,  NIH. 
is  responsible  for  “authorizing,  under 
procedures  specified  by  the  RAC,  large- 
scale  experiments  (i.e.,  more  than  10 
liters  of  culture)  for  recombinant  DNAs 
that  are  rigorously  characterized  and 
free  of  harmful  sequences.” 

Part  VI  of  the  Guidelines,  “Voluntary 
Compliance,"  encourages  institutions 
not  otherwise  covered  by  the  Guidelines 
to  follow  the  standards  and  procedures 
set  forth  in  the  Guidelines. 

At  its  September  1979  meeting,  the 
RAC  adopted  the  following  procedures 
to  be  followed  by  applicants  proposing 
to  exceed  the  10-liter  limit: 

“Application  Procedures  For  Large- 
Scale  Recombinant  DNA  Experiments 

1.  For  each  research  project  proposing 
to  exceed  the  10-liter  limit,  the  applicant 
shall  file  a  request  with  the  NIH  Office 
of  Recombinant  DNA  Activities 
(ORDA).  The  request  should  include  the 
following  information: 

a.  The  Memorandum  of 
Understanding  apd  Agreement  (MUA) 
submitted  to  the  local  Institutional 
Biosafety  Committee.  The  MUA  should 
include,  or  have  appended  to  it,  a 
summary  paragraph  which  describes  the 
proposed  project  in  language  that  is 
comprehensible  to  non-specialists. 

b.  A  statement  of  the  rationale  for 
wishing  to  exceed  the  10-liter  limit. 

c.  A  specification  of  the  total  volume 
of  the  fermenter  to  be  used. 

d.  Evidence  that  the  recombinant 
DNAs  to  be  employed  in  the  research 
have  been  rigorously  characterized  and 
are  free  of  harmful  sequences. 

e.  A  description  of  the  applicant’s 
laboratory  practices,  containment 
equipment,  and  facilities  relevant  to  the 
containment  of  large  volumes  of  culture. 

f.  Evidence  of  the  applicant's  or 
applicant  institution’s  previous 
experience  in  handling  large  volumes  of 
culture.  Applicants  should  exhibit 
knowledge  of  state-of-the-art  procedures 
for  working  with  large  volumes  of 
microorganisms. 

g.  A  description  of  procedures  to  be 
employed  for  the  inactivation  and 
disposal  of  large  volumes  of  culture. 

h.  A  description  of  procedures  for 
containing  and  inactivating  accidental 
spills,  should  they  occur. 

2.  Each  request  submitted  to  ORDA 
shall  be  referred  to  a  working  group  of 
the  NIH  Recombinant  DNA  Advisory 
Committee  for  review. 

3.  Following  review  and  approval  by 
the  working  group,  each  request  shall  be 
submitted  to  the  entire  Reoombinant 
DNA  Advisory  Committee  for  review. 

4.  Following  review  and  approval  by 
the  RAC,  each  request  shall  be 
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submitted  to  the  Director,  NIH,  for  final 
review. 

6.  Applications  for  large-scale 
experiments  which  are  submitted  by 
institutions  not  receiving  NIH  funds  for 
recombinant  DNA  research  shall  be  kept 
confidential  (provided  the  institutions  so 
desire)  in  accordance  with  the 
provisions  of  the  NIH  Guidelines  for 
Research  Involving  Recombinant  DNA 
Molecules. 

These  procedures  may  be  refined  or 
revised  on  the  basis  of  discussion  and 
action  by  the  NIH  Recombinant  DNA 
Advisory  Committee.” 

At  the  last  few  RAC  meetings,  there 
have  been  extensive  discussions  of  the 
role  of  the  RAC  and  NIH  in  the  review 
of  large-scale  proposals  submitted  by 
industry.  (Minutes  of  RAC  meetings  are 
available  from  ORDA.)  At  the  June  1980 
meeting,  the  RAC  passed  a  motion  by  a 
vote  of  seventeen  to  zero  with  one 
abstention  that  the  following  proposal 
be  published  in  the  Federal  Register  for 
consideration  at  the  September,  1980 
meeting: 

The  following  procedures  should  be 
adopted  for  approval  of  requests  to  grow 
greater  than  10  liters  of  organisms  containing 
recombinant  DNA.  The  RAC  will  determine  if 
a  given  recombinant  DNA-containing  strain 
is  rigorously  characterized  and  the  absence 
of  harmful  sequences  established.  Such  a 
determination  shall  include  specification  of  a 
containment  level  (P-LS).  These 
determinations  should  not  in  any  way  be 
construed  as  RAC  certification  of  safe 
laboratory  procedures  for  industrial  scale-up. 
Adherence  to  the  specified  containment 
conditions  is  the  responsibility  of  the  local 
IBC. 

If  the  above  proposal  is  accepted,  it 
would  have  the  effect  of  changing  the 
application  procedures  to  read  as 
follows: 

“Application  Procedures  for  Large-Scale 
Recombinant  DNA  Experiments 

1.  For  each  research  project  proposing 
to  exceed  the  10-liter  limit,  the  applicant 
shall  file  a  request  with  the  NIH  Office 
of  Recombinant  DNA  Activities 
(ORDA).  The  request  should  include  the 
following  information: 

a.  The  Memorandum  of 
Understanding  and  Agreement  (MUA) 
submitted  to  the  local  Institutional 
Biosafety  Committee.  The  MUA  should 
include,  or  have  appended  to  it,  a 
summary  paragraph  which  describes  the 
proposed  project  in  language  that  is 
comprehensible  to  non-specialists. 

b.  A  statement  of  the  rationale  for 
wishing  to  exceed  the  10-liter  limit. 

c.  Evidence  that  the  recombinant 
DNAs  to  be  employed  in  the  research 
have  been  rigorously  characterized  and 
are  free  of  harmful  sequences. 


d.  Specification  of  the  P-LS  level 
proposed  to  be  used  as  defined  in  the 
NIH  Physical  Containment 
Recommendations  for  Large-Scale  Uses 
of  Organisms  Containing  Recombinant 
DNA  Molecules.  /Federal  Register,  April 
11, 1980). 

2.  Each  request  submitted  to  ORDA 
shall  be  referred  to  a  working  group  of 
the  NIH  Recombinant  DNA  Advisory 
Committee  for  review. 

3.  Following  review  and  approval  by 
the  working  group,  each  request  shall  be 
submitted  to  the  entire  Recombinant 
DNA  Advisory  Committee  for  review. 

4.  Following  review  and  approval  by 
the  RAC,  each  request  shall  be  submittd 
to  the  Director,  NIH,  for  final  review. 

5.  Applications  for  large-scale 
experiments  which  ale  submitted  by 
institutions  not  receiving  NIH  funds  for 
recombinant  DNA  research  shall  be  kept 
confidential  (provided  the  institutions  so 
desire)  in  accordance  with  the  provision 
of  the  NIH  Guidelines  for  Research 
Involving  Recombinant  DNA  Molecules. 

These  procedures  may  be  refined  or 
revised  on  the  basis  of  discussion  and 
action  by  the  NIH  Recombinant  DNA 
Advisory  Committee.” 

8.  Proposed  changes  in  registration 
requirements.  Dr.  Maxine  Singer, 
National  Cancer  Institute,  National 
Institutes  of  Health,  has  proposed  a 
series  of  changes  in  the  administrative 
requirements  specified  by  the 
Guidelines.  In  brief,  Dr.  Singer's 
proposal  eliminates  NIH  review, 
registration,  and  approval  for  all 
experiments  assigned  containment 
conditions  in  the  Guidelines.  The 
reasons  for  the  proposed  changes  are 
discussed  in  a  letter  to  ORDA. 

Specifically,  the  proposal  would 
revise  several  sections  of  the 
Guidelines.  The  proposed  revisions  are 
discussed  below. 

A.  Section  III.  Section  III  of  the 
Guidelines  would  be  amended  to  read 
as  follows: 

“III.  Containment  Guidelines  for 
Covered  Experiments. 

Part  III  discusses  experiments  covered 
by  the  Guidelines.  The  reader  must  first 
consult  Part  I,  where  listings  are  given  of 
prohibited  and  exempt  experiments. 

Containment  guidelines  for 
permissible  experiments  are  given  in 
Part  III.  For  these  experiments  no 
registration  with  NIH  is  necessary. 
However,  for  these  experiments,  prior  to 
their  initiation,  investigators  must 
submit  to  their  Institutional  Biosafety 
Committee  (IBC)  a  registration 
document  that  contains  a  description  of 
(a)  the  source(s)  of  DNA,  (b)  the  nature 
of  the  inserted  DNA  sequences,  (c)  the 
hosts  and  vectors  to  be  used,  (d) 
whether  a  deliberate  attempt  will  be 


made  to  obtain  expression  of  a  foreign 
gene  in  the  cloning  vehicle  and  if  so, 
what  protein,  and  (e)  the  containment 
conditions  specified  by  these 
Guidelines.  This  registration  document 
must  be  dated  and  signed  by  the 
investigator  and  filed  only  with  the  local 
IBC.  The  IBC  shall  review  all  such 
proposals  but  such  review  is  not 
required  prior  to  initiation  of 
experiments  except  as  noted  in  Sections 
III-A-3-a,  III-A-3-b,  or  for  experiments 
where  containment  procedures  are  not 
explicitly  described  in  these  Guidelines. 

Changes  from  the  levels  specified  in 
Part  III  for  specific  experiments  (or  the 
assignment  of  levels  to  experiments  not 
explicitly  considered  here)  may  not  be 
instituted  without  the  express  approval 
of  the  Director,  NIH.  (See  Sections  (IV— 
E-l-b(l)-(a),  IV-E-l-b-(l)-(b),  IV-E-1- 
b— (2)— (b),  IV-E-l-b-(2Hc),  and  IV-E-1- 
b— (3)(b).) 

In  the  following  classification  of 
containment  criteria  for  different  kinds 
of  recombinant  DNAs,  the  stated  levels 
of  physical  and  biological  containment 
are  minimal  for  the  experiment 
designated.  The  use  of  higher  levels  of 
biological  containment 
(HV3>HV2>HV1)  is  encouraged  if  they 
are  available  and  equally  appropriate 
for  the  purposes  of  the  experiment. 

Experiments  involving  recombinant 
DNA  from  Class  3  organisms  (1)  or  from 
cells  known  to  be  infected  with  these 
agents  may  be  conducted  at  P3 
containment  in  E.  coli  K-12  EKl  hosts 
(see  Section  III— O).  Containment  levels 
for  all  other  expriments  with  Class  3 
organisms  or  with  recombinant  DNA 
which  increases  the  virulence  and  host 
range  of  a  plant  pathogen  beyond  that 
which  occurs  by  natural  genetic 
exchange  will  be  determined  by  NIH. 
(See  Section  IV-E-l-b-2-(e))." 

B.  Section  III-O.  Section  III-Q  of  the 
Guidelines  would  be  amended  to  read 
as  follows: 

"III-O.  Classification  of  Experiments 
Using  E.  coli  K-12  and  Saccharomyces 
cerevisiae  Host-Vector  Systems.  Most 
recombinant  DNA  experiments  currently 
being  done  employ  E.  coli  K-12  host- 
vector  systems;  others  employ  the  S. 
cerevisiae  host-vector  systems.  These 
are  the  systems  for  which  we  have  the 
most  experience  and  knowledge. 

Some  experiments  using  E.  coli  K-12 
and  S.  cerevisiae  host-vector  systems 
are  prohibited  (see  Section  I-D). 

Some  experiments  using  E.  coli  K-12 
and  S.  cerevisiae  host-vector  systems 
are  exempt  from  the  Guidelines  (see 
Section  I-E). 

Experiments  using  E.  coli  K-12  host- 
vector  systems  and  DNA  from  Class  3 
organisms  [1]  or  from  cells  known  to  be 
infected  with  these  agents  will  be 
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conducted  at  P3  containment  or  at  a 
lower  level  as  specified  by  NIH  (See 
Section  IV-E-l-b-2-(e)). 

Other  experiments  using  E.  coli  K-12 
or  laboratory  strains  of  S.  cerevisiae 
shall  use  Pi  physical  containment  and, 
except  as  specified  in  the  last  paragraph 
of  this  section,  an  HVl  host-vector 
system  [i.e.,  for  experiments  using  R 
coli  K-12  (a)  the  E.  coli  host  shall  not 
contain  conjugation-proficient  plasmids 
or  generalized  transducing  phages,  and 
(b)  lambda  or  lambdoid  or  Ff 
bacteriophages  or  nonconjugative 
plasmids  [49]  shall  be  used  as  vectors. 
For  experiments  in  S.  cerevisiae, 
laboratory  strains  shall  be  used]. 

Experiments  involving  the  insertion 
into  E  coli  K-12  of  DNA  from 
prokaryotes  that  exchange  genetic 
information  with  E.  coli  by  known 
phsyiological  processes  will  be 
exempted  from  these  Guidelines  if  they 
appear  on  the  "list  of  exchangers”  set 
forth  in  Appendix  A  (see  Section  I-E-4). 

For  those  not  on  the  Appendix  A  list 
but  which  exchange  genetic  information 
[35]  with  E.  coli,  experiments  may  be 
performed  with  any  E.  coli  K-12  vector 
(e.g.,  conjugative  plasmid).  When  a 
nonconjugative  vector  is  used,  the  E. 
coli  K-12  host  may  contain  conjugation- 
proficient  plasmids,  either  autonomous 
or  integrated,  or  generalized  transducing 
phases.” 

C.  Section  IIl-A-3-a.  The  last 
sentence  of  Section  III-A-3-a  would  be 
amended  to  read  as  follows: 

“IBC  approval  is  sufficient  for  such  a 
reduction  except  for  any  lowering  of 
containment  under  Section  III-A-3-a  to 
levels  below  Pi + HVl,  which  requires 
prior  consultation  with  NIH." 

D.  Section  III-A-3-b.  The  last 
sentence  of  the  second  paragraph  of 
Section  III-A-3-b  would  be  amended  to 
read  as  follows: 

"IBC  approval  is  sufficient  for  such  a 
reduction  except  for  any  lowering  of 
containment  under  Section  III-A-3-b  to 
levels  below  Pi  +  HVl,  or  reduction  of 
containment  levels  by  more  than  one 
step,  which  requires  prior  consultation 
with  NIH.” 

E.  Section  IV-C-3.  Section  IV-C-3 
would  be  deleted.  This  Section  currently 
reads  as  follows: 

“IV-C-3.  “Memorandum  of 
Understanding  and  Agreement”  or 
"MUA"  is  a  document  that  (i)  provides 
to  NIH  or  other  Federal  funding  agency 
an  Institution’s  certification  that  the 
recombinant  DNA  research  project 
complies  with  the  NIH  Guidelines  and 
(ii)  contains  other  essential  data  as 
required  in  the  Administrative  Practices 
Supplement." 

F.  Section  IV-D-l-c.  Sections  IV-D- 
1  — c  and  IV-D-l-c-(l)  through  IV-D-1- 


c— (5)  would  be  deleted.  These  Sections 
currently  read  as  follows: 

“IV-D-l-c.  Submit,  for  each 
recombinant  DNA  project  that  meets 
with  its  approval,  a  Memorandum  of 
Understanding  and  Agreement  (MUA)  to 
the  funding  agency  for  approval  and 
registration.  (Note:  No  MUA  is  required 
for  experiments  described  in  Section  III— 
O).  All  projects,  however,  can  proceed 
upon  IBC  approval  (before  submission 
of  the  MUA  to  the  funding  agency) 
except  for  the  following,  which  require 
prior  approval  by  NIH  (or  other  funding 
agency  designated  by  NIH  for  this 
purpose): 

"IV-D-l-c(l).  Projects  for  which 
containment  levels  are  not  specified  by 
the  Guidelines  or  NIH, 

IV-D-l-c-(2).  Projects  requiring  P4 
containment, 

IV-D-l-c-(3).  Certain  reductions  of 
containment  levels  for  characterized  or 
purified  DNA  preparations  or  clones 
(see  Section  III— A— 3), 

IV-D-l-c-(4).  The  first  project 
conducted  in  a  facility  at  P3 
containment,  or, 

IV-D-l-c-(5).  The  first  project 
conducted  by  an  Institution. 

Note. — The  MUA  shall  be  submitted  to  the 
funding  agency  within  30  days  of  the  IBC 
approval.  If  the  funding  agency  does  not 
routinely  register  recombinant  DNA  projects 
with  NIH,  the  MUA  must  be  submitted  to 
NIH  as  well  as  to  the  funding  agency. 
Authority  to  submit  MUAs  (or  addenda)  for 
which  prior  approval  is  not  required  may  be 
delegated  to  the  IBC  chairperson.  All  MUAs 
that  require  NIH  approval  before  the  work 
can  proceed  shall  be  submitted  to  the  NIH  by 
the  institutional  official  to  whom  the  IBC  is 
responsible.” 

G.  Section  IV-D-l-d.  Section  IV-D-1- 
d  would  be  deleted.  This  section 
currently  reads  as  follows: 

“IV-D-l-d.  Take  appropriate  action  to 
bring  protocols  into  compliance  when 
advised  by  NIH  or  other  funding  agency 
that  IBC-approved  projects  do  not 
conform  to  standards  set  forth  in  the 
Guidelines.  This  responsibility  may  be 
delegated  to  the  IBC.  (See 
Administrative  Practices  Supplement  for 
further  details)." 

H.  Section  IV-D-2-f.  Section  IV-D-2-f 
would  be  amended  to  read  as  follows: 

“IV-D-2-f.  Central  to  implementation 
of  the  Guidelines  is  the  review  of 
experiments  by  the  IBC.  In  carrying  out 
this  responsibility,  the  Institution  shall 
comply  with  instructions  and  procedures 
specified  in  the  Administrative  Practices 
Supplement.” 

I.  Section  IV-D-2-h.  Reference  to 
MUAs  would  be  deleted  in  Section  IV- 
D-2-h.  The  revised  Section  would  read 
as  follows: 


“IV-D-2-h.  Upon  request,  the 
Institution  shall  make  available  to  the 
public  all  minutes  of  IBC  meetings  and 
any  documents  submitted  to  or  received 
from  funding  agencies  which  the  latter 
are  required  to  make  available  to  the 
public  (e.g.,  reports  of  Guideline 
violations  and  significant  research- 
related  accidents,  and  agency  directives 
to  modify  projects).  If  comments  are 
made  by  members  of  the  public  on  IBC 
actions,  the  Institution  shall  forward  to 
HIH  both  the  comments  and  the  IBC’s 
response." 

J.  Section  IV-D-3-a.  Section  IV-D-3-a 
would  be  amended  to  read  as  follows: 

“IV-D-3-a.  Reviewing  for  compliance 
with  the  NIH  Guidelines  all  recombinant 
DNA  research  conducted  at  or 
sponsored  by  the  Institution,  and 
approving  those  research  projects  that  it 
finds  are  in  conformity  with  the 
Guidelines.  (See  Administrative 
Practices  Supplement  for  prior  NIH 
approval  requirements.)  This  review 
shall  include:" 

K.  Section  IV-D-3-b.  Section  IV-D-3- 
b  would  be  amended  to  read  as  follows: 

“IV-D-3-b.  Notifying  the  Principal 
Investigator  (PI)  of  the  results  of  their 
review.” 

The  “Note"  following  IV-D-3-b  would 
be  deleted. 

L.  Section  IV-D-3-f  Section  IV-D-3-f 
would  be  renumbered  to  IV-D-3-g,  and 
a  new  Section  IV-D-3-f  would  be  added 
as  follows: 

“IV-D-3-f.  The  IBC  may  not  authorize 
initiation  of  experiments  not  explicitly 
covered  by  the  Guidelines  until  NIH. 
(with  the  advice  of  the  RAC  when 
required)  establishes  the  containment 
requirements.” 

M.  Amendment  of  Section  IV-D-5-a- 
(1).  Section  IV-D-5-a-(l)  would  be 
amended  to  read  as  follows: 

“IV-D-5-a-(l).  Initate  or  modify  no 
recombinant  DNA  research  subject  to 
the  Guidelines  until  the  Institutional 
Biosafety  Committee  (IBC)  has  been 
appropriately  notified  and  all  other 
requirements  of  the  Guidelines  and  the 
Administrative  Practices  Supplement 
(APS)  have  been  met.  Modify 
containment  and  experimental  protocol 
according  to  recommendations  of  the 
IBC." 

N.  Proposed  Section  IV-D-5-b-(4).  A 
new  Section  IV-D-5-b-(4)  would  be 
added  as  follows: 

“IV-D-5-b-(4).  Petition  NIH  for 
recommendations  regarding 
containment  for  experiments  requiring 
case-by-case  review." 

O.  Proposed  Section  IV-D-5-b-(5).  A 
new  Section  IV-D-5-b-(5)  would  be 
added  as  follows: 

“IV-D-5-b-(5).  Petition  NIH  for 
recommendations  regarding 


55928 


Federal  Register  /  Vol.  45,  No.  164  /  Thursday,  August  21,  1980  /  Notices 


containment  for  experiments  not 
covered  by  the  Guidelines.” 

P.  Amendment  of  Section  IV-D-5-c- 
(3).  Section  IV-D-5-c-(3)  would  be 
amended  to  read  as  follows: 

”IV-D-5-c-(3).  Submit  the  initial 
research  protocol  (and  also  subsequent 
changes— e.g.,  changes  in  the  source  of 
DNA  or  host-vector  system)  to  the  IBC 
for  review  and  approval  or 
disapproval;” 

Q.  Amendment  of  Section  IV-D-5-d. 
The  heading  of  Section  IV-D-5-d  would 
be  amended  to  read: 

‘TV-D-5-d.  PI  Responsibilites  Prior  to 
Initiating  the  Research. " 

R.  Amendment  of  Section  IV-D-5-e. 
The  heading  of  Section  IV-D-5-e  would 
be  amended  to  read: 

“IV-D-5-e.  PI  Responsibilities  During 
the  Conduct  of  the  Research. " 

S.  Section  IV-D-3-e-(6).  A  new 
Section,  IV-D-5-e-(6),  would  be  added 
to  read  as  follows: 

”IV-D-5-e-(6).  Initiating  no 
recombinant  DNA  research  for  which 
containment  is  not  specified  by  the 
Guidelines  until  approval  is  received 
from  the  IBC.” 

T.  Deletion  of  Section  TV-E-l-b(3)~ 

(e).  Section  IV-E-l-b(3)-(e)  would  be 
deleted.  This  section  currently  reads  as 
follows: 

”IV-E-l-b-(3)-(e).  Lowering 
containment  levels  for  characterized 
clones  or  purified  DNA  (See  Sections 

III- A-3-a  and  -b,  and  Footnotes  3  and 
41);” 

U.  Deletion  of  Sections  TV-E-3-b,  IV- 
E-3-c,  and  TV-E-3-c-f  1 )  through  IV-E- 
3-c-(3).  Sections  IV-E-3-b,  IV-E-3-c, 

IV- E-3-c-(l),  IV-E-3-c-{2),  and  IV-E-3- 
c— (3)  would  be  deleted.  These  sections 
currently  read  as  follows: 

“IV-E-3-b.  Registration  of 
recombinant  DNA  projects;  and 
'  IV-E-3-c.  Review  of  Memoranda  of 
Understanding  and  Agreement  (MUAs), 
and  approval  of  those  that  conform  to 
the  Guidelines.  In  so  doing,  ORDA  shall: 

IV-E-3-c-(l).  Conduct  an  independent 
evaluation  of  the  containment  levels 
required  for  the  research  covered  by 
these  Guidelines; 

IV-E-3-c-(2).  Determine  whether  the 
physical  and  biological  containment 
levels  approved  by  the  IBC  are  in 
accordance  with  the  requirement  of  the 
Guidelines; 

IV-E-3-c-(3).  Notify  Institutions  and 
the  IBC  chairperson  in  a  timely  fashion 
when  MUAs  (including  changes  in 
ongoing  projects)  do  not  conform  to  the 
Guidelines,  and  inform  them  of 
corrective  measures  to  be  taken;” 

V.  Deletion  of  Section  IV-E-4-a. 
Section  IV-E-4-a  would  be  deleted.  This 
Section  currently  reads  as  follows: 


‘‘IV-E-4-a.  Awarding  no  grant  or 
contract  involving  recombinant  DNA 
techniques  unless  a  properly  executed 
MUA  has  been  received;” 

W.  Deletion  of  Sections  IV-F-1  and 
IV-F-2.  Sections  IV-F-1  and  IV-F-2 
would  be  deleted.  These  sections 
currently  read  as  follows: 

“IV-F-1.  Required  Registration. 
Institutions  receiving  NIH  funds  for 
recombinant  DNA  projects  shall  inform 
NIH  of  all  recombinant  DNA  projects  at 
the  Institution.  A  non-NIH  project,  after 
approval  by  the  Institutional  Biosafety 
Committee,  shall  be  registered  with  NIH 
within  30  days  of  initiation.  Applications 
for  NIH  projects  must  be  accompanied 
by  a  Memorandum  of  Understanding 
and  Agreement  (MUA).” 

“For  information  on  MUAs  or 
equivalent  documents  that  must  be 
submitted  for  registration  of 
recombinant  DNA  projects,  see  the 
Administrative  Practices  Supplement 
(APS).” 

“IV-F-2.  Federal  Agency  Registration. 
Institutions  at  which  recombinant  DNA 
research  projects  funded  by  other 
Federal  agencies  are  conducted  need 
not  register  such  projects  with  NIH 
when  the  Federal  agency  maintains  a 
registry  and  provides  such  information 
to  NIH.  Registration  of  non-NIII-funded 
research  with  the  NIH  Office  of 
Recombinant  DNA  Activities  (ORDA)  is 
described  in  the  APS.  (The  information 
required  is  similar  to  that  in  an  MUA  for 
NIH-supported  research.)” 

X.  Amendment  of  Section  IV-F-3. 
Section  IV-F-3  could  be  amended  to 
read  as  follows: 

“IV-F-3.  Voluntary  Registration  and 
Certification.  Any  institution  that  it  not 
require  to  comply  with  the  Guidelines 
may  nevertheless  register  its  intent  to 
comply  by  submitting  the  appropriate 
information  to  ORDA.  NIH  will  accept 
requests  for  certification  of  host-vector 
systems  proposed  by  the  institution.  The 
submitter  must  agree  to  abide  by  the 
physical  and  biological  containment 
standards  of  the  NIH  Guidelines." 

9.  Proposed  amendment  of  appendix  E 
of  the  guidelines.  Dr.  Fritz  Reusser  of  the 
Upjohn  Company,  has  requested  that 
two  sections  of  Appendix  E  be  amended 
in  order  to  include  additional 
Streptomyces  species.  The  proposed 
revised  sections  would  read  as  follows: 

“ Bacillus  subtilis  strains  that  do  not 
carry  an  asporogenic  mutation  can  be 
used  as  hosts  specifically  for  the  cloning 
of  DNA  derived  from  E.  coli  K-12  and 
Streptomyces  coelicolor,  S. 
aureofaciens,  S.  rimosus,  S.  griseus,  S. 
cyaneus  and  S.  venezuelae  using  NIH- 
approved  Staphylococcus  aureus 
plasmids  as  vectors  under  P2 
conditions.” 


“ Streptomyces  coelicolor,  S. 
Aureofaciens,  S.  rimosus,  S.  griseus,  S. 
cyaneus  and  S.  Venezuelae  can  be  used 
as  hosts  for  the  cloning  of  DNA  derived 
from  B.  Subtilis,  E.  Coli,  K-12,  or  from  S. 
Aureus  vectors  that  have  been  approved 
for  use  in  B.  subtilis,  under  P2 
conditions,  using  as  vectors  any 
plasmids  indignous  to  these 
Streptomyces  species  or  able  to 
replicate  in  these  hosts  by  natural 
biological  mechanisms." 

10.  Request  for  exemption  under 
Section  I-E-4.  Dr.  Walter  R.  Guild  of 
Duke  University,  has  proposed  that 
Streptococcus  sanguis  and 
Streptococcus  pneumoniae  be  included 
under  the  exemption  category  of  Section 
I-E-4,  and  added  to  Appendix  A  of  the 
Guidelines  on  the  basis  that  these 
bacteria  exchange  chromosomal  genes 
in  both  directions  by  known 
physiological  processes. 

11.  Proposed  amendments  of  Section 
IV-E-2.  Dr.  Irving  Johnson  of  Eli  Lilly 
and  Company,  submitted  a  number  of 
proposals  for  changes  in  the  Guidelines 
for  consideration  at  the  June  5-6, 1980 
RAC  meeting.  Some  were  deferred.  He 
has  now  resubmitted  two  proposed 
revisions  of  the  Guidelines. 

A.  Following  the  first  sentence  of  the 
second  paragraph  of  IV-E-2,  the 
following  sentence  would  be  inserted: 

"Appropriate  representatives  of 
industry  shall  also  be  chosen  to  provide 
expertise  in  fermentation  technology, 
engineering,  and  other  aspects  of  large- 
scale  production.” 

[When  this  proposal  was  discussed  at 
the  June  1980  meeting,  objections  were 
raised  to  inclusion  of  the  words  "of 
industry."  A  motion  passed  to  include  a 
modification  of  this  sentence  in  the 
Guidelines  as  follows: 

"Members  should  be  chosen  to  provide 
expertise  in  fermentation  technology, 
engineering,  and  other  aspects  of  large-scale 
production.” 

This  was  followed,  however,  by 
passage  of  a  motion  to  reconsider,  and 
then  passage  of  a  motion  to  defer 
consideration  until  the  September  RAC 
meeting). 

B.  A  new  Section  IV-E-2-b  would  be 
added  to  read  as  follows: 

"A  permanent  subcommittee  of  the 
RAC  shall  be  responsible  for  advising 
the  Director,  NIH,  on  the  actions,  listed 
in  Section  IV-E-l-b-[3)-[d]  pertaining 
to  large-scale  applications.  Submissions 
that  are  in  compliance  with  the 
Guidelines  may  be  recommended  by  the 
subcommittee  to  the  Director  of  NIH  for 
approval.  The  subcommittee  shall  also 
be  authorized  to  consider  preliminary 
plans  for  large-scale  operations  and  to 
recommend  approval  contingent  upon 
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completion  of  the  large-scale  facility 
according  to  those  plans.  The 
subcommittee  will  be  responsible  for 
expeditiously  processing  applications." 

12.  Request  to  include  Vibrio  cholerae 
in  Appendix  A.  Dr.  John  A.  Mekalanos, 
of  Harvard  Medical  School,  has 
requested  the  NIH  to  consider  the 
addition  of  Vibrio  cholerae  to  Sublist  A 
in  Appendix  A  of  the  Guidelines.  The 
organisms  on  this  list  are  those  that  are 
exempt  from  the  Guidelines  on  the  basis 
that  they  have  been  shown  to  exchange 
genetic  material  by  known  physiological 
processes. 

13.  Request  for  consideration  of 
appropriate  containment  levels.  Drs.  B. 

S.  Montencourt  and  D.  E.  Eveleigh  of 
Rutgers  University,  have  requested 
permission  to  clone  DNA  derived  from 
Pseudomonas  strains  that  are  non- 
pathogenic  to  plants  or  animals  in  an  E. 
coli  K-12  host  and  to  be  returned  to 
Zymomonas  mobilis. 

14.  Proposed  containment  for  cloning 
between  members  of  the  actinomycetes 
group.  Dr.  Dean  Taylor  of  the  Smith 
Kline  and  French  Laboratories,  has 
proposed  that  the  third  entry  in 
Appendix  E  of  the  Guidelines  be 
modified  to  read: 

“P2  physical  containment  shall  be 
used  for  DNA  recombinants  produced 
between  members  of  the  Actinomycetes 
group  except  for  those  species  which  are 
known  to  be  pathogenic  for  man, 
animals,  or  plants.” 

This  proposal  was  made  previously  by 
the  RAC  Working  Group  on  Prokaryotic 
Host-Vectors  Other  Than  E.  coli  and 
appeared  in  the  Federal  Register,  April 

13. 1979  44  (73):  22316.  The  RAC 
considered  the  proposal  at  its  May  21- 

23. 1979  meeting  and  recommended  to 
restrict  this  so  that  it  did  not  include  the 
entire  Actinomycetes  group  but  rather 
only  the  genera  Streptomyces  and 
Micromonospora.  The  Director,  NIH, 
accepted  this  recommendation  and  the 
action  was  published  in  the  Federal 
Register,  July  20, 1979  44  (141):  42916, 
and  appears  as  the  third  entry  in 
Appendix  E  of  the  Guidelines. 

15.  Request  to  clone 
Schizosaccharomyces  pombe  DNA  in 
Schizosaccharomyces  pombe.  Dr. 
Benjamin  Hall  of  the  University  of 
Washington,  requests  permission  to 
clone  Schizosaccharomyces  pombe 
DNA  in  Schizosaccharomyces  pombe 
using  approved  HVI  Saccharomyces/E. 
coli  hybrid  plasmids  as  vectors.  Dr.  Hall 
requests  that  Pi  be  established  as  the 
appropriate  level  of  physical 
containment.  Dr.  Hall  points  out  that 
Schizosaccharomyces  pombe  has  been 
the  subject  of  intense  genetic  studies  in 
the  laboratory  and  traditionally  has 


been  used  to  ferment  beverages  for 
human  consumption. 

Additional  Announcements  of  the 
Director,  NIH 

Section  IV— E— 1— b— (3)— (d)  of  the 
Guidelines  gives  responsibility  to  the 
Director,  NIH,  for  “authorizing,  under 
procedures  specified  by  the  RAC,  large- 
scale  experiments  (i.e.,  involving  more 
than -10  liters  of  culture)  for  recombinant 
DNAs  that  are  rigorously  characterized 
and  free  of  harmful  sequences.” 

Accordingly,  several  requests  for 
authorization  to  culture,  on  a  large- 
scale,  recombinant  DNA  host-vector 
systems  have  been  received  and 
reviewed  by  the  NIH. 

1.  Genentech,  Inc.  On  the 
recommendation  of  the  RAC,  the 
following  requests  from  Genentech,  Inc., 
have  been  approved  by  the  Director, 

NIH: 

A.  On  July  22, 1980,  the  Director,  NIH, 
approved  a  request  from  Genentech, 

Inc.,  for  the  large-scale  culture  up  to  750 
liters  of  EKl  host-vector  systems 
containing  plasmids  into  which  have 
been  ligated  a  combination  of 
chemically  synthesized  DNA  and  cloned 
cDNA  coding  for  human  growth 
hormone. 

B.  On  July  22, 1980,  the  Director,  NIH, 
approved  a  request  from  Genentech, 

Inc.,  for  the  large-scale  culture  up  to  750 
liters  of  EKl  Host-vector  systems 
containing  plasmids  into  which  have 
been  ligated  a  combination  of 
chemically  synethesized  DNA  and 
cloned  cDNA  coding  for  human 
leukocyte  or  fibroblast  interferon. 

Both  requests  were  approved  with  the 
understanding  that  Genentech,  Inc.,  has 
agreed  to  permit  an  observer,  designated 
by  NIH,  to  visit  the  facilities  if  NIH 
should  choose  to  inspect  the  site,  and  to 
certain  additional  stipulations. 

The  principal  investigators  are  Drs. 
Michael  Ross  and  Norm  S.  C.  Lin.  The 
work  is  to  be  done,  as  stipulated  by  the 
Genentech,  Inc.  submission,  at  the  Pl-LS 
level  of  containment  at  the  research  and 
development  facility  at  460  Point  San 
Bruno  Boulevard,  South  San  Francisco. 
California  94080. 

2.  Burns-Biotec  Laboratories.  Inc.  On 
July  22, 1980,  The  Director,  NIH, 
approved  a  request  from  Burns-Biotec 
Laboratories,  Inc.,  a  wholly-owned 
subsidiary  of  Schering  Corporation,  for 
large-scale  culture  of  an  EKl  host-vector 
system  containing  a  plasmid  coding  for 
human  leukocyte  interferon  in  a  1000 
liter  fermentor  (up  to  750  liter  working 
volume)  at  the  Pl-LS  level  of 
containment. 

This  request  was  approved  with  the 
understanding  that  Burns-Biotec 
Laboratories.  Inc.,  has  agreed  to  permit 


an  observer,  designed  by  NIH,  to  visit 
the  facilities  if  NIH  should  choose  to 
inspect  the  site.  The  principal 
investigator  for  this  project  is  Dr. 

Donald  E.  Baldwin.  The  large-scale 
growth  of  the  organisms  is  to  be  carried 
out  at  plant  facilities  located  in  Elkhorn, 
Nebraska. 

OMB’s  “Manadatory  Information 
Requirements  for  Federal  Assistance  Program 
Announcements"  (45  FR  39592)  requires  a 
statement  concerning  the  official  government 
programs  contained  in  the  Catalog  of  Federal 
Domestic  Assistance.  Normally  NIH  lists  in 
its  announcements  the  number  and  title  of 
affected  individual  programs  for  the  guidance 
of  the  public.  Because  the  guidance  in  this 
notice  covers  not  only  virtually  every  NIH 
program  but  also  essentially  every  federal 
research  program  in  which  DNA  recombinant 
molecule  techniques  could  be  used,  it  has 
been  determined  to  be  not  cost  effective  or  in 
the  public  interest  to  attempt  to  list  these 
programs.  Such  a  list  would  likely  require 
several  additional  pages.  In  addition,  NIH 
could  not  be  certain  that  every  federal 
program  would  be  included  as  many  federal 
agencies,  as  well  as  private  organizations, 
both  national  and  international,  have  elected 
to  follow  the  NIH  Guidelines.  In  lieu  of  the 
individual  program  listing.  NIH  invites 
readers  to  direct  questions  to  the  information 
address  above  about  whether  individual 
programs  listed  in  the  Catalog  of  Federal 
Domestic  Assistance  are  affected. 

NIH  programs  are  not  covered  by  OMB 
Circular  A-95  because  they  fit  the  description 
of  “programs  not  considered  appropriate”  in 
Section  8(b)(4)  and  (5)  of  that  Circular. 

Dated:  August  14, 1980. 

Donald  S.  Fredrickson, 

Director,  National  Institutes  of  Health. 
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